Endogenous ligands of the benzodiazepine receptor.
The benzodiazepine receptor (BZR) is a site on the GABAA-receptor-chloride channel by means of which benzodiazepine and nonbenzodiazepine compounds produce positive or negative allosteric modulation of the channel gating function and which is blocked by BZR antagonists. Whether the BZR is acted upon by one or several endogenous ligands under normal or pathologic conditions is still a controversial issue after 10 years of intensive research. Evidence is provided for the unconventional view that there need not be an endogenous ligand of the BZR; neither to justify the existence of this receptor, nor to explain the effects of exogenous BZR ligands. Out of a number of putative endogenous compounds with affinity for the BZR, the peptide DBI (diazepam binding inhibitor) stands out as a ligand that might act on the BZR in a subset of GABAergic synapses or under particular situations. The low affinity of DBI for the BZR and its distribution in the body suggest, however, that its primary function might not be at the level of the BZR.